SPL Process ER/DL Meeting
Meeting Minutes
August 26, 2015 (and some from July 29, 2015)

Chair of today’s meeting: Pat Cowall

Link to the SPL wiki:
http://spl-work-group.wikispaces.com/share/view/51351516
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Agenda:

1. Product Concept Indexing files: Lonnie Smith discussed with live demonstration at both the July 29
and August 26, 2015 meetings. The following numbers summarize the discussion at the 2 meetings:

Issue

e FDA is receiving multiple SPL files all referencing the same NDA number but have different
active ingredients/strengths.

e Primarily with repackers/relabelers:

Validation procedure - current:

Existing Validation Procedures Similar to those Related to Future Product Concept Indexing
SPL Validation Procedures
3.1.7.26 ITthe code s CTI5E4 (ANDA), ©TIEE5 (BLA), or CT3554 (MDA and the application number was

already submitted, thes the active ingredient LINIS are the same as in any previous submission of a product
with the same application nurmber.

3427 If the NOC product scurce (equivalent product) is present, then the active ingredient NI and active
ingredient strength are the same &s that of product source,

3.1.2.8 I the NDC product source (equivalent product) is present, then the product characlenstics of Size are
the same a8 that of product sourcs.

e same as that of product Sounce.

3.1.2.10 If the NDC product scurce (equivalent product) is present, then the product characteristics of color are
the same as that of product source.

3.1.2.11 I the NDC product Sounce (equivalent product) is present, then the product charactenstics of iImprint
code ane the same as that of product Source.



There will be a new validation procedures saying that the active ingredients/strengths for the
same NDA numbers should be the same.

15 Indexing - Product Concept
15.1 Header

15. 1.1 Docunenl Type
Validation Procedures
15.1.1.1 Document code is as above

15.1.1.2 If a document with the same set id has been previously submitied, then it is of the samea type.

15.7.2 Author infomnation

Product concept indexing is maintained by FDAC

In the future, FDA will be comparing product concepts in each SPL file to the reference drug SPL.

<document>

<author ... >

<relatedbocumant typeCode="DRIVE>

<getId roor="Z0d%b74e-23dd-4511-94f9-cac20BT372LC >
</relatedDocumenty>

Lfrelatedlooument >

LEOMPOREAE ... >
</document >
'V alidation Procedwres

16.1.3.1 There is reference labeling specilied.

15.1.3.2 Type code altribute is as above.

15.1. 2.3 Thene i no document id

15134 There s a setid

15.1.2.65et idis a GUID

15.1.3.6 Reference Iabeling set id is the set id of a product’'s document.

15.1.2.7 Il a product concept indexing fike for the same reference labeling selid has been previously submitted,
then it is a prior version of this indexting documant with the same setid.



Will validate product concept to make sure that the file matches the primary product data for the
NDA.

e Will not validate against exact dosage form (capsule versus specific type of capsule)

o Still testing validation procedures. Implementation timing of validation still TBD.

£

<manufecturadbroduct>

<code code="ha3zid9b-cEdc-foad-ZeeT-9302d2ac3L3z™
codeSyatem="2.16.840.1.113863.3. 3385 />
<formtods code="C42916" codeSystem="2.16.840.1.113883,.3.26.1.1"
disElaxHum.e-"EﬁPSl]'LE, EXTENDED RELEASE™ /%

Validation Procedures.
15.2.2.1 There is a product concepl code with code system 2.18.840.1.113883 3.3389.
15.2.2.2 Code has the format of 8-4-4-4-12 hexadecimal digits where letter digits ane lower case.

16.2.2.3 Code value matches the specilied properies according to the Abstract Product Concept Code
Specificalion (See 15.2.4).

15.2.2.4 There ks a form code and it comes from the Product Concept Dosage Formn List



Examples of the product indexing file:

Specifies the set ID of the reference drug (4™ line)
Copy set ID and paste it into Daily Med. (Link currently isn’t active, but may be active in the future).

Validation will check the submitted SPL files against the data in the reference file (for same active
ingredient) — to make sure that the active and inactive ingredients are the same.

& CAUsers\SMTTHLO\ Desktop\sample\ NDA 018936 El Lilly Prozac caps\0alc00e-1abb-432e-b437-027d0b - Windows Internet Explorer =Tl

= u ;_ CAUsers\SMITHLODesktophsample\MDA 018336 Eli Lilly Prozac caps\0a2c0d3e- 1ab6-437e-b937-02fd0bFd 175 0aZc00e- Labh-432e- bO3T-02fd0bFid 175 ml = |44 | % [I[=] Bing £

File Edit View Favorites Tools Help
x @ Convet v [ Select

i Favorites | g [y Precision Medicine Initiati-. ' NCIThesaurus @ DQCP Home | Inside.FDA - COR Commu... T FD&C Act Chapter V Drug.. Suggested Sites v @ Structured Product Labeli.. g Structured Product Labeli..
@ [THLOY phsamp 018936, £ v B v [0 & v Pagew Safeyv Tooliv @

¥ To help pratect your security, Internet Explorer has restricted this webpage from running scripts or ActiveX cantrols that could access your computer. Click here for options...

Indexing - Product Concept

- Muoxetine hydrochloride capsule

Food and Drog Administration

Reference Label Set Id: c8833ed-6dib-4cSe-bel-d3e36dd97209

Abstract Product Concept
Product Information
Product Type IDEXTNG - PRODUCT CONCERT Ttem Code (Source) Setdibet ] fac-a08d-2o56- 36348040 ek

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength Strength
FLUOXETINE HYDROCHLORIDE (UNIL: I5WTHEB1ET) (FLUOXETINE - UNI-01K635UPSD) FLUORETINE 20 mg

Application Product Concept

Product Information
'# Done {8 Computer | Pratected Mode: OFf g - ’
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9 [] L-Pact Meeting - L-PACT ...y My Performance Objectives B Suggested Sites = ] Web Slice Gallery » 2] Cross Functional Training ... = ”

&~ v [ dm v Pagev Safetyr Tools~ @~

[®  SPLER/DL Process Team - Webinar - IDMP (106 Participants) TBunone | $*¥ & ?  ExitMeeting

S

il 07:10

e
CUsers\SMITHLOVApPDt\loaTEME Cygrently sharing | Give Control < X swpshoriog | | ¥ [T
m | L] CA\Users\SMITHLOVAppDatatlocal Temp\l w0483\ Biees 251-677b-30Fb-01 da-7 ed7 acSASE1 d\ BGees25F-611b-01b-01 da- 7ed 7 ac 54581 dcml

T [ X [ B P -

File Edit View Favorites Tools Help
x @ Convert v [RSelect
¢ Favorites | 5 [B) Precision Medicine Initiati... N/ NCI Thesaurus 2| DQCP Home 2| Inside.FDA - COR Commu... $8] FD&C Act ChapterV Drug... (=] Suggested Sites v

@] Structured Product Labeli... @ | Structured Product Labeli...
| & C\Users\SMITHLO\AppData\Local Temp\l\w20)... |

- ~ [ @ v Page~ Safetyv Toolsw @v

| To help protect your security, Internet Explorer has restricted! this webpage from running scripts or ActiveX controls that could access your computer. Click here for options...
Indexing - Product Concept

—bnp;;vp'mn hydrochloride tablet

Food and Drug Administration

Reference Label Set Id: 60525754-0d2b-4bad-918a-1c9d3e{f39h2

1L

Abstract Product Concept
tablet

Product Information

Product Type INDEXING - PRODUCT CONCEPT Item Code (Source) £269781-b75e-62¢1-3880-77b29c60928

Active Ingredient/Active Moiety

Ingredient Name Basis of Strength
BUPROPION HYDROCHLORIDE (UNII: ZGTESPOYEO0) (BUPROPION - UNII-01ZG3TPX31)

BUPROPION HYDROCHLORIDE

Application Product Concept

Product Information

M Computer | Protected Modg

GUEST -

If your file fails validation, then you will have to correct the file. Manual validations will be
granted to allow corrections.

e They will not publish separate concept files for every NDA and ANDA. All the ANDAs will be
listed within the same product indexing file.



Where will the indexing files will be loaded? From SPL Resources Page:

(PET) Drug SPL
Precondition Categories

» Product Concept Indexing SPL
Race

Route of Administration

No files there currently. Example of what the page will look like in the future:

WO W DU DUUSL Y W Ldld SHaRdIUE W SUIULLUL U CIUILLL LaRREiY

. Substance Indexing SPL Files

Substance indsxing Structured Product Labsaling (SPL) documents may be downloaded from this web page. A
Structured Product Labeling description of the substance indexing SPL files is included in tha Indexing SPL Fact Sheel More substance
= = indexing SPL files will be posied as thay are made available.
Business Endily ldentiers
Listof setiDs and document 105 Included in substance indexing SPL documents (zip file)

Eusiess Oneralion July 2013 (zip fie)

Business Operation Qualifier August 2013 (zip file)

Code Systern Objec Identfiers Septemnber 2013 (Zip Me)

Combinalian Produd Types HApmbara1: Home)
December 2012 (zp file)

Contfibuting Factor - Ganeral January 2014 (zip Mg

Docurment Type incieding Contanl February 2014 zip file)

of Labatinaiime Warch 2044 (zip file)

Dosage Forms Way 2014 - Part One (2ip file)

Elecironic Animal Drug Product May 2044 - Part Two (zip file)

Listing Diractary Way 2014 - Par Three (zip file)

Equivalence Codes May 2014 - Parl Four (zip fike)

May 2014 - Part Frez (zip fila)
May 2014 - Fart Sk (zip file)
May 2014 - Parl Saven (zip file)

Flavar

150 3166-1 Alpha-3 Counlry Code

Indication Category May 2014 - Part Eight izip file)
Iritant of Lise Wiay 2014 - Part Ming {zip e}
Lab Tast May 2014 - Parl Ten (dp file)

- May 2014 - Part Eleven (zip file)

Files will be maintained by FDA:

15 Indexing - Product Concept
15.1 Header
15.1.1 Document type

Valiiation Frocedures
15.1.1.1 Dacumant code is a8 above

15.1.1.2 If adocurnent with the same set id has been previcusly submitted, then it is of the same type.

15.1.2 Author informiation

Product concept indexing is maintained by FOAC



Timing:

Product concept indexing file:
e Project started in 2013.
e Ready to publish the first batch soon —about 1700 files.
o  FDA will publish on the FDA web page — until NLM publishes them for download on
the Daily Med site.
e Timing of validation implementation is still TBD (testing in process)

Implementation Guide:
e Product concept changes will be published be posted by early September

2. Upcoming changes to the IG -- Lonnie
e Product Concept Indexing File — IB will be published hopefully by early September.

e Another type of indexing file is coming. 1G will published again within 30 to 45 days to
include this. It will be very short and technical.

Post meeting note (7/31/2015):

Terry Brunone asked Lonnie about the LDD file, and any possibilities of it being cross-checked
against the PCIT. Here’s his response, and

(1) a bit more additional information on the Product Concept Indexing file,

The LDD SPL files will not be directly validated against the product concept indexing SPL files. The
drug & biologic product SPL files will be validated against the product concept indexing SPL files and
then a subset of the information in the LDD SPL files will continue to be validated against the drug &
biologic product SPL documents.

The product concept indexing SPL file validation procedures are actually an “upgrade” of the
following existing validation procedures (if you add the dosage form to them):

3.1.7.26 If the code is C73584 (ANDA), C73585 (BLA), or C73594 (NDA) and the application
number was already submitted, then the active ingredient UNIIs are the same as in any previous
submission of a product with the same application number.

3.2.4.5 |If the active ingredient is in the active-ingredient-active-moiety-validation-list (see FDA
SPL web page for list
http://www.fda.gov/Forindustry/DataStandards/StructuredProductLabeling/default.htm), then
the active moiety and basis of strength is the corresponding active moiety and basis of strength
respectively in this list, except if the document type is for bulk ingredient (53409-9).

3.2.4.6 If the active ingredient is not in the active-ingredient-active-moiety-validation-list (see
FDA SPL web page for list
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm), then
the active moiety name does not include any of the names in the active moiety validation




(counter ion) list (see FDA SPL web page for list
http://www.fda.gov/Forindustry/DataStandards/StructuredProductLabeling/default.htm),

except if the word appears by itself optionally followed by "(ester)", "cation" or "anion" or "ion".

(2) an update to this document (I'd not come across it before on the SPL Resources pg):
http://www.fda.gov/downloads/forindustry/datastandards/structuredproductlabeling/ucm345939.pdf

(3) the implementation guides / validation rules update is likely to show up soon

New Business from Aug 26, 2015 meeting:

3. DEA schedule validation (Lonnie)
a. Complaint — company had miscoded their DEA schedule in their SPL and it caused problems
with downstream users. They rely on this information.
b. Validation will be implemented for CDER products — against an FDA excel spreadsheet.
Complex validation.
i. Products that are scheduled will be required to have a DEA schedule in the SPL.
ii. Spreadsheet will be posted on the SPL resource website.
iii. May be down to NDC product level.
c. Hope toimplement in September
d. Controlled schedules are a relatively small list.
e. Please review the spreadsheet and contact Lonnie if you see issues.

4. Incorrect marketing category type (ANDA vs NDA) (Lonnie)

a. FDA, healthcare providers, and universities use this information and assume it is correct.
There aren’t very many of them, but it is concerning to users.

b. Notice this when download multiple SPLfiles, they see that the same NDA numbers are
sometimes referred to as NDAs and sometimes and ANDAs.

c. Errors—primarily in PLDs, repackers and relabelers.

d. Either FDA or NLM will publish set ID’s that have discripancies.

e. Can copy set ID from list and post into DailyMed.

5. “Liquid” dosage form in product data elements section (Lonnie)

a. Getting feedback that companies are using this dosage form incorrectly.

b. Definition per FDA webpage: liquids are a pure chemical — no inactive ingredients, not a
solution in water or in some other diluent.

i. Note: Definitions for terms are posted on the FDA web page or as part of the NCI
thesaurus. This definition is posted on FDA web site.

c. Potential future validation will be developed to check for this.

d. Companies should review their data to make sure that your SPL data is coded correctly.
Lonnie will grant manual override for corrections.



6. Add document type being created for “Drug for further processing” (Lonnie)
a. Why? People are getting confused when they see the document type of “Bulk ingredient” -
-- for products that use the marketing type of “Drug for further processing” —ie repackaging.
b. This new document type will be created soon. Specifically so that
i. Document type = Drug for further processing
ii. Marketing category = Drug for further processing
c. APIs should continue to use the
i. document type of “Bulk ingredient”.
ii. Marketing category should be “bulk ingredient”.
iii. No other inactive ingredients.
d. Will keep document type of “bulk ingredient” for bulk ingredients.

Announcements:

7. New SPL Schema — R6 published on the SPL Resource page

8. SPLJamboree — Thursday Sept 24, at NLM
National Library of Medicine’s 2015 DailyMed/RxNorm Jamboree Workshop is
scheduled for September 24, 2015. Please review this web page for more detalils,
including the workshop’s agenda: http://dailymed.nlm.nih.gov/dailymed/dailymed-
announcements-details.cfm?date=latest.

Networking Meeting :

e Sept 23, 7 pm on —SPL Networking meeting in downtown Bethesda, about 4 blocks from the
Doubletree Hotel:

Bethesda RockBottom - we have the Phillips room

7900 Norfolk Ave
https://www.google.com/maps/place/Rock+Bottom+Restaurant+%26+Brewery/@38.9899612,-
77.0973408,16.05z/data=14m2!13m1!1s0x0:0xf01b2544bb142f71
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